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Sir: 

STATEMEHT BY MXCHIUSI, WMM GRAHftM UNDER 37 C.F.R. §1 . 324 (fo) (2) 

I, Michael Wayne Graham, hereby state as follows: 

1. 1 understand that Peter Michael Waterhouse is being added as an 
inventor of the subject matter claimed in the above-identified 
patent, the claims of which are attached hereto as Exhi_b±t 1, 
along with Robert Norman Rice and myself. 

2. I have no disagreement in regard to the requested change. 

I hereby declare that all statements made herein of my own knowledge 
are true and that all -statements made herein on information and belief 
are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under section 1001 of 
Title 18 of the United states Code, and that such willful false 
statements mAj jeopardize the validity of the subject patent. 
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Amendmenta fco tJtim Claiaia : 



Please amend the claims of the subject patent pursuant to 37 
C . F . R . § 1 . 5 30 <d) (2) : 



1-3. (Canceled) 



(Amended) An isolated [genetic] double- stranded DMA 
construct which is capable of delaying, repressing or 
otherwise reducing the expression of a target gene in an 
animal cell which is t ransfected with said [genetic] 

d Q.ub ie -stranded p N A construct, wherein said [genetic] 

^QMM.g".stranded DMA construct comprises at least two 
identical copies of a structural gene sequence and each 
identical copy of said structural gene sequence is 
separately placed under the control of" a promoter which 
is operable in said cell, and wherein said structural 
gene sequence comprises a nucleotide sequence which is 
substantially identical to [at least] a region of said 
target gene, wherein at least one identical copy of said 
structural gene sequence is placed operably in the sense 
orientation under the control of an individual promoter 
sequence, and wherein at least one other id entical copy 
of said structural gene sequence is placed operably in 
the antisense orientation under the control of another 
individual promoter sequence. 



Inventors: Graham et al . 
U.S. Patent No.: 6,573,099 CI 
Issued: June 3, 2003 
Exhibit 1 



Parent Owners t Michael Wayne Graham and Robert. Norman Rice 

Control Ho* . : 90/007^247 mx*A 90/008,096 
Patent No, : 6, 573, 099 B2 

Page 3 of 13 of Amendment 



5 * (Amended) An isolated [genetic] double-stranded DMA 

construct which is capable of delaying , repressing or 
otherwise reducing the expression of a target gene in an 
animal cell which is t ransf ected with said [genetic] 
double-stranded DMA construct , wherein said [genetic] 
double- stranded DMA construct comprises at least two 
identical copies of a structural gene sequence, wherein 
said structural gene sequence comprises a nucleotide 
sequence which is substantially identical to [at least] a 
region of said target gene, and wherein said at least two 
identical copies of said structural gene sequence are 
placed operably under the control of a single promoter 
sequence which is operable in said eel 1 r wherein at least 
one iden tical copy of said structural gene sequence is 
placed operably in the sense orientation under the 
control of said promoter sequence, wherein at least one 
other identical copy of said structural gene sequence ' is 
placed operably in the antisense orientation under the 
control of said promoter sequence , and wherein said at 
least one Ident ical copy of said structural gene sequence 
that is placed in the sense orientation relative to said 
promoter and said at least one iden tical copy of said 
structural gene sequence that is placed in the antisense 
orientation relative to said promoter are spaced from 
each other by a nucleic acid stuff er fragment. 
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6. ( Five Times Amended) An animal cell comprising the 
[genetic] double-stranded DMA construct of Cany one of] 

claim[s 1-2 or 3-j 5. 

7. (Four Times Amended) A method of delaying or repressing 
the express ion of a target gene in an animal cell, 
comprising transacting said animal cell with a [genetic] 

double-3tr a nded_ DNA construct, wherein said [genetic] 

double-stra nded DMA construct comprises at least two 
identical copies of a structural gene sequence, wherein 
said structural gene sequence comprises a nucleotide 
sequence which is substantially identical to [at least] a 
region of said target gene, and wherein said at least two 
ident ical copies of sard structural gene sequence are 
placed operably under the control of a single promoter 
sequence which is operable in said cell, wherein at least 
one identical copy of said structural gene sequence is 
placed operably in the sense orientation under the 
control of said promoter sequence and wherein at least 

Pile other identical copy of said structural gene sequence 

A^^jiAg^^.QR e . ratoI y in the antisense orienta tion unde r the 

.^gjltrgl o£ said p r omoter sequence, wherein said Identical 

^OPY pf said structural gene sequence tbat is p laced., in 
the se nse orientation relative to s a id promoter and said 

identi cal copy of said structural gene sequence t hat is 

placed in the antisense orientation relative to said 
promoter are spaced from each other by a nucleic acid 
stuffe r fragment . 



8-9. {Canceled) 
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10. {Three Times Amended) A method of delaying or repressing 
the expression of a target gene in an animal ceil, 
comprising expressing in said animal ceil a [genetic] 
double -stranded DNA construct, wherein said [genetic] 
doubl e-stranded DNA construct comprises at least two 
ident ical copies of a structural gene sequence, wherein 
each ident ical copy of said structural gene sequence is 
separately placed under the control of a promoter which 
is operable in said cell, and wherein said structural 
gene sequence comprises a nucleotide sequence which is 
substantially identical to (at least] a region of said 
target gene, wherein at least one identical copy of said 
structural gene sequence is placed operably in the sense 
orientation under the control of an individual promoter 

sequence, at lea st one ot her ide ntic al copy 

.gj^.A§.1.4. . ..struct ural gene seq uence Is placed o per ably in 
the antisense orie ntation under th e cont rol of another 
i ndlly idual prom ote r sequence. 

11* (Five Times Amended) The isolated [genetic] double- 

stranded DMA construct according to [any one of J claim [s 

1, 2 or 3-1 5^ wherein said region of the target gene is 
{20 to] 30 nucleotides long* 



12. (Four Times Amended) The method according to [any one of] 
claiin[sj 7[~9 0 r 10] wherein said region of the target 
gene is [20 to] 30 nucleotides long- 
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13. { Five Times Amended.) The isolated (genetic J double* 
s tranded_ _DNA construct according to [any one of] claim[s 
1 , 2 or 3 - J 5 , comprising two id entical copies of said 
structural gene sequence. 

14* (Five Times Amended) The isolated [genetic] double- 

stranded DNA construct according to [any one of] claim [s 

1, 2 or 3-] 5 L wherein said region of the target gene is 
[at least] more than 30 nucleotides long. 

15. ( Five Times Amended) The isolated [genetic] double- 
st ran.de d DNA construct according to (any one of] claim [s 
1, 2 or 3-3 5^ wherein said structural gene sequence 
comprises a nucleotide sequence that is identical to said 
region of said target gene. 

16. (Five Times Amended) The method according to [any one of] 
claimfs] 7 [-9 or 10 1, wherein. said [genetic] doub le- 
3 t rand ed DNA construct comprises two id entical copies of 
said structural gene sequence. 

17* (Four Times Amended) The method according to [any one of] 
claim[s] 7 [-9 or- 10], wherein said region of the target 
gene is [at least] more than 30 nucleotides long. 

18. (Four Times Amended) The method according to [any one of] 
claimfs] 7 [-9 or 10] r wherein said structural gene 
sequence comprises a nucleotide sequence that is 
identical to said region of said target gene. 



19. (Amended) An animal cell comprising the [genetic] double- 
stranded DNA construct according to claim 11. 
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20. 


( Amended ) 


An 


animal cell comprising 


the [genetic] 




stranded 


DNA 


construct according to 


claim 13 - 


21. 


(Amended } 


An 


animal cell comprising 


the [genetic] 




stranded 


DMA 


construct according to 


claim 14 . 


22 . 


(Amended } 


An 


animal cell comprising 


the [geneticj 




stranded 


DMA 


construct according to 


claim 15- 



23, The isolated dou ble-str anded DMA con str uct according to 

^Aj ^.-^__ -Wj >.^ r . e 1 n t he 1 l^£lgl!L^igL^ uffe r f r a gme nt_is a 

sequen ce of 10- 50 nuc leotides. 

gi. r _ The met hod_ac^^ nucleic a cid 

puffer I^M^ent is a sequence of 10-50 nuc leotides^ 

25, ....The Isolate d double-stranded DMA construct according to 

claim 5, where in the nucleic a cid stuffe r fra gment i s a 
sequence of 30-100 nucleotides. 

26, The met hod according to claim 7, wherein the nucleic acid 
gauffer fragment is a s equence of 5 0 -100 nucleotides. 

2.7^ - T he . iso lated d ouble- strand ed DNA 9J?I^^^S^^^^S£^Al^^^. 

claim 5 r wherein the n ucleic acid stuffe r fra gment is a 
sequenc e of 10 0-50 0 nu cleotides. 

2. 8 , Th e meth od according to claim 7 , wherein the nucleic acid 

stuffer fragment is a sequence o f 10 0-500 nucleotides. 



29, A n ani mal ce ll comprising the double-stranded DNA 
construct of claim 4 . 
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■Ma ^JJ>3 isolated double -stranded DNA construct according to 

claim AjL~-2*h$l£l^^ is 3 0 

nucleotides long. 

1 1 , .- Th g...._mgfc hgd. accordi ng to claim 10 , wherein said region of 

^h^^^^^^BB^-A^^l^^^ S:A^P%. ides l orif^ 

Jj-j^^Zll^„A^g2.g. t.gd. . d outo ;\^~^ tranded _DjjA_^on^^ acc ord ing t,o 

cl^irn_ *r com prising two ident ical c opie s of said 

st ructu ral g ene sequence. 

l^_n^^l^9A^ A^ .. doubl e ^ 3 trand ^ _JS!^^ to 
claim 4, wherein said region of the target gene is more 
than 3 0 nucleotides long. 

IAjl _ Th ^. isolated double -stranded DNA construct according to 

^l^J^^jLL^fh^ ^AjQ-. g..^i.d st^rjoctiiral^^ge^ comprises 

.*>. ug i e o t i .dg_seauence_tjw^i^s identical *ig^^ A d^read^on of 

said target gene. 

.Hi T he method according to claim 10, wherein said double- 

sjLgja ndejl DMA con stru ct, comp rises two identical copies o£ 

said stru ctura l gene sequence. 

36 • T he method according to claim 10, wherein s aid region of 
:£ilg_taE^ret gene is more than 3 0 nu cleotides long. 

7 - Tn ^ method according to claim 10 , wh erein said structur al 
gene sequence compris es a nucleotide sequen ce that is 
i^ntical to said region of s aid target gene. 



38 . 



An animal c ell comprising __bhe 
construct accordin g to claim .30. 



double -stranded 



DNA 
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39, 


An animal cell 


comprising 


the 


double 


-stranded. 


DNA 




construct according 


to claim 32 










40. 


An animal cell 


comprising 


the 


double 


-stranded 


DMA 




construct according 


to claim 33 










4 1 . 


An animal cell 


comprising 


the 


double 


-stranded 


DMA 



cc^atj^jct.^ g.gpg gding to claim 34 , 



